ffD 


4 


Chief,, OD/lLS 


Chief- Security Bosesrch Stuff, 03 
CJytorel 



3 Be ceabor l>5l 



v 


t,. During the course of recent discuss j^s^^fc^teso;?. reprcsonv.n'iia.voa 
of this .Agency and Dr th e a 

relatively nev drug named Cytorel vns explained tho, as 

you knov, is a eell-knovn psychiatrist en d one o f the bo-crd members of 
the -4^I}£S&’ Clinic ut the University Kcdieal School and hos- 
pitals. Details iollov. f. . 

2. In. dicucssing the handling of acute alcoholic cases, particuTurly 
those %ho are in deleriur or even approaching a serious physical condition, 
Dr.^Bpb stated that he and his associates have recently hecn testing 
cytorel.~ Dr.«$HHfi* stated, that this c rug has had an ctnolutely crazing . . 
effect on the breui-ing up of D2’o and counteracting -alcoholic overir.lul- 
gencc. According to Dr^ttgBflgn this drug, vhen given in heavy doses, v. "" 
generally intravenously, vill creak up IT’s end alcoholic coiivuisiona or 
alcoholic embarrassments often in a Butter of a fev minutes . He cited 
exauples vhere the drug hrd been used vith startling effect, rndjlr. -«8BSs^ ^ 
-,;ho vas 'urcscnt, stated that he too had begun use of the drug Xu — aui-t 
alcoholic cases. Both doctors stated that this was particularly valuaole 
in situations uho arc violent and are hallucinating and control is necessary 
os coon as Possible. Dr. suggested that this nslght be of core use 

to the Agency, suggesting that this could be used ca heretofore stated. 
Agency representatives present at this resting irmediately asked Dr 
if th^s drug vould have an inten se sobe ring effect vhich right serve for 
cnerotiousl reasons to vhich Dr. WB g &A replied that it uould be definitely 
useful in that connection and that it should be examined cost carefully. 

2. Dr. mm stated that Cyfcorel nou cores in apparently capsule 
fom of 5 1100 but" that heavy dosages of 2p 11CG vere being used experiren- 
telly. Both doctors suggested that the drug could be used very effectively ■ 
if placed under the tongue or given rectclly, although as mentioned pre- 
viously in a cliiiic.il uay it y..s being used intravenously . lien <ruestioncd 
as to ;.hether or not there vere side effects, both doctors stated that there 
vere no side effects that hod been established. 



highly efficient -along these lines. 


1. then asked the nors of the drug bouse producing cytorol. Dr. 

believed that it s Ciba and indicated th at ho -..Qu id g-^her liter- 
ature cn the drug ur.i send it immediately to Jir. 
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5* It. viev of the above* it is the cpinibn of the Agency represen- 
tatives vbo held the discussion that nedical authorities of tho Agency 
sh-n’1 d urdertahe an exi-niuutioa of the properties ox' this drug vith & 
Yiew to-^rd its possible operation--! use us outlined* It is suggested 
that if this drug he's ouch properties unA is ts> effective e.3 indicated 

a" "life-saver “ or a throat lozenge* iihich could bo carried by an Agency 
representative in a routine c.vnrer end which would not create undue 
interest if placed in the r.outh. 

- 6 , Itr.iMBi will foruurd any informtion receiv’d on' the drug 
eytonel to your office imediutely upon receipt* 
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Dear Mr. SS8SB® : 

Enclosed is The New England Journal of Medicine , which contains ' 
the article on Intravenous Cytomel. . You nay make photostatic 
-opies of this article and then return the inagazine to me for 
"files. The I.V. Cytomel works beautifully on cases of acute 
alcoholism. It is not available as yet for general use. 

yhat you are more interested in is the use. of .oral Cytomel. - ~ 

This too has brought exceedingly good results in the clearing _ . j 

of acute alcoholism. We generally give a 25 or :50 nucrogran - : 
tablet. Very shortly the person is sober. • ■ - v v.-" l;' ’■ 

Since Cytomel is a thyroid drug, one should not continue on 
such medication since it will depress the thyroid so much that 
after five days of continuous medication, the thyroid gland is 
totally depressed. However, with one or two tablets of Cytomel 
the effect will be minimal. .. ■ 

As I pointed out to you, it may well be that an agent who has . 
to drink to be sociable while on an important assignment could 
slip a tablet in his mouth after taking several drinks and ^ 
should be sober within twenty to thirty minutes. Cytomel is 
supposed to oxidize the alcohol. I believe that this could be 
an important adjunct to your work. Certainly it is worthwmle 
to study it further. No doubt you will want to get some quali- 
fied specialist in internal medicine to pass his judgment upon • 
it. Make sure, however, he is truly qualified and knows some- 
thing about the study before passing a decision. I sincerely 
hope^this will be of help to your department. 

It was such a very great pleasure to meet with you, Mr.^BHSB* 
and Mr. and to discuss our mutual problem. Rest 

assured should the situation arise again, I will handle it to 
the best of my ability. 
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IN ACUT£ ALCOHOLIC INTOXICATION*.; 
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'y’Ji’E effect cf the tlv. raid hom.ona, . h-tH-lodc-thy-" 

• fur.Ir.e, in rapidly .-.L-c.'lr.e up acutely intoxicated 

* alcoholic patients' has beer. lpcritioncd by Ray son, 

' Kcy.li ar.d Finch 1 and 'ey one of o'-' .‘ Since the 

pro. it.:; revolts •xriai."'.-.! to topics other 
rr:a; rcrU of r.cite j '.eehwi: n. however 
■ tails concerning this mode c: treatment were r.ot in- 
'* eluded.' Our current experience with th.c intravenous 
’ ; use of a preparation of the - he-: mono in the therapy 
;'■ o£ acute alcoholism ' — one .that employs an ol>- 
v yeetive- 'parameter .'of changing levels of alcoholic 
h intoxication,’ serial blood alcohol •determinations — 
has .'teen most impressive. The following lej/orf is 


R';2“: j . r HkiurJ as’r Marc Hi'Ro\v«tz$.. t '-‘ /A- 

J?, MA.S5 A r .*I i USSTT5 ' V* - 4 ~ *; .*•' 

< -' • y .1 '»r. • 1 • »•**••; */ i . . * .*« . - 

v..* ** * .1 r jt v* /1 • • * - • • 


ro;,-_nc jmv.'der.Jl Once dissolved in "a solution of 
pH 10.5 and refrigerated; it will remain .stable for ■ 

' approximately five to seven days; if is. stable' at room"/"-.*-'.-* 
icmperr.r-ise for one or two days. • A time c<f 200 - 
rule room selected for all tre-.’.rd jVtdenf-. tn this *. • 

study, -Sy-tcac-.-ms fc-i bV.td air olu-I levels were -.T jwi; . 
hetc-rc ?:ul at intervals of two. four. and eight hours "■ 
after administration; specimens were drawn from the' 
controls .it the same intervals. The meth.vd described l ' . t; 
by Leithi-it 5 was utilized in the chemical deterrmna- ' / 
lion c-f bjood alcohol concentration, and all specimens - ; ‘.'- 

were run in duplicate. '. !•’ * - ;.*.% .- '/ 





’Matesials am) Mrnihhs . i v *•. 

The 20 patients, I I males and 6 females, were se- 
r ,. lected at random for this study from the patients ad-- 
; ■>// emitted • to die Alcoholic Ward 'pf -St. VjnccntV 
- * Hospital l lte ages rmved from t\s-enty-s;\.m *c fifty- 

’ | eight years. Owing to tl.c 'imited r.ianber of patients 




. , ^»»».-^gc value of initial blood alcohol levels for the 

tv, '° b'odp 5 fell in the some approximate vicinity:-. 
V> ; .358 mg.’’ per 100 ml. for the treated patients ami 521 
■' 'mg. per 10-3 ml. for the conti ois '.Fig. IV, Three 
'patients assigned to the control group and 1 ' atugned 
j:' ' 'o the treated group were excluded from the pres-, 

ent data because the initial blood alcohol levels ob- 
, .tainevl ry; them were less th:m 350 mg. per ICO ml. — 

.* 1| . : ... an arbitrary level generally accepted to indicate e’ef- 
sr.ite intoxication. 

f . V . The majority were It.own'to have chronic alio- 
h .-li.-rn, v.':h srtvcral previous aJtnioicns to ti-.c- hr-s- 
' jiital for excessive drinking. The solution for ir.'.ra- 
i-'- vcr.c*»-4 use was p.epairtl from srdiuni tri-:c-do:hy- 
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. Ficvks I. licit if Dcc’iut cj lilaod Altohol in Tieatc.1 jaJ . 

- '-Cannot Alcoholic Patients. '' y 

• Tm — iri-ieditlF.yro-.inr. - 

.In addition to the decline in blood alcohol, die., 
following clinical criteria' were employed to* assess 
cliar.ge toward sobriety: ability to give a rational his- ; 
lory in patients initially in a stuporous state; ability 
to walk a straight line; ability to hold an.ns and fin- 
gers outstretched without a noticeable tremor; and 
disappearance of the odor of alcohol from the breath 
(as estimated by several ooscivx:rs)._ *. . '. 

• * * • .-.*•» 

Rlsi:i.ts " ' ' ’ • 

As shown in Tables 1 and 2, die mean rate of 
metabolism cf alcohol — as exjKVssed in terms of the 
decline in bleed alcohol in milligrams per I0'J ml. 

i.-vur (VVi'lnmrk's beta) — was 32.1 mg. in the 
treated tviiierhs, as com na red with 15.0 r." in the 
controls. The dvciine was twice as rapid in t!:c iorm-rr. 
The fall in fclXvJ alcohol hatl particular thtrrayxmtic 
va.'-.:c in patten's ruth as A. I.. and R.H., w h< ^c iritia! 
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-1; c: 1 '-->■! ;tic'*hol .i;.:vt-.».-!:ed the.lethal limits of 
r ifHS » *a campsite 'rum; of the 
alcohol 




c. !h ".-rated and 
... that the greatest 

-•••• •• j n x ;: > ; ■; acd ::t th ’ '.rst/.-ic re lr.iz hr-urs in 

' the "treated patient*.- : 7” \ 

‘ •' V.: .-A Wwtical analysis cf th.vsc data, err. ploying the 
’ l^’FiilicT.'h tcv” for data,* shoved the results 

7> for the effect ‘ of. tbc hormone on decline of blood 


* J,:, r.l - ijPfAH' s COv’J tc f> i-'-il. t>hh:c < i'.mM • 

' not i.tv t.lii'jirr n.- r."t : L .e p.vlv-nt Kid r.ren Kit ?>/ a ear or 
had 1^'4'r.rcl ai.r head The vJtst sijcri wept ail - , • 

ih d.r < hot: of a prvs'cre o: IrO/llO.' . 



,•••.. ior u>« . • 

-^‘eJeoKm ’•> !;= highly s^nmeant (tV 8.6; *p<0.001). 

. clinically, sir: gr.:at majority of patient a 1 

•\ : '^^VK-cOiKt.;crcd to be relatively Jobfh^iihh; tvw\ 

V.-'boais of the intravenous Injection of tri-iodothyremr.e. , 
Vf. v'jjy the criteria previously mentioned. , The disappear-. 
.ifh>ance of the alcoholic: odor from’ U»e breath vi thin 
t " . jhis two-hour period was particularly striking and uni- 
"■'V forrnly observed.. jW comparison, among the controls; 
atebholk ' odor • persisted jon the breath for six to 

•‘V-’.-rten hours. -. • -V : . 1 ' V ' V , : ‘ r ' - 

•s. ••••.♦; I-.. •> TBSional medical lastorv ' 
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w-a» r.'.-Kitjvc for. iraui.-ia. 11 c abo mentioned that' he was 
h>-penen»ive and usually mo a ijstolic b:nr>d pr-jrurc o( 
2 i 0 . V/iihin vu rnir-J'-i oi the intravi-iiojs ir.jcc'ivn Kc w-as 
■ at.ic to walk a stratcht line and to hold out lii» hands xrith- 
o’lt ol-viojs tremor.' Four oVervers coj!d no lor.yer dctrrt 
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jtfusrj 'fr.v iiitmtiriv uiirr'y, which atlt.visV-'i tl.c v.inj,'»vnu. 
1>.e rrn-airO’.'r <f :!.t It tw i.-r hoV'ttJ Uav J :*.i- 

fveiitl.ilir.. : 

, ' Dtscvsstox .- : 

• . . • . . - * . - . . • . - 

. An admirable review by I larger and Hu!;. bib of 
numerous studies conccrnirg tin natutal rare of de- 
cline cf b!cod alccho! levels in both acutely intoxi- 
cr.ted hitman being: and laljoratory animals has shown 
that the average, value for \V icimark s octa is 15 mg. 
per 100 ml. per hoar, v.sth a range' of 12 to 23 mg. 
These author* furtr ter srnte that, to their i.nt>wlet!gc, 
no drug that is v iihuji harm, to the body tint! can 
s 
ft 

m;C?i pp'wr-: J.iy tr'-r.'-rn-uiic rr.cwttzs glurosc-m- 
suiin infusion* apjJ \.Tnr.*us \;t;ir:nr55 for parc)it*jr:i1 ad* 
ntinisuation. Aitl.vigh the pr. sent data arc derived 
;Vo:a a tc! number of c.ises, they d-njo::>:r:.tc a 
la it'," cansist'-ft i::, reave in the rate of r.Vohvl rv.etab- 
lie ;!.c f-.itto! valms in tv.tieuet iccciv- 
ir ' tri-i i-iif.e ir.trav enouvly, as well as a 

crirg-up effect, vvltich.can be obsetvvd 

c!::iiea::v. 


signiftcar-tiy increase the disappearance rate of aleoiio! 
from the bluod bar as yt-t U-t-n found — - ir.ehtclittg • 
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■' u ' ; ; ! v rf .V; art: in progress. \ 

.... j; ?.,-<* . \r» r. c:\-i wi'h :: t-todothyroninv 
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' v-!. a.srscivcs shows 


'rX,^ 5 -;' fixedly . 

Y . ' :J; ; ,i • e un or.Sy be 

'riven 'to the co-operative i!-:-^.v!sc patient.- The . 
c of C.-uz T and etc :r? -siih orji administration , 

hw beau dWpi-C.iniir.g, and ^ <?f tfce jmpre- 

'dic'tab’v rare of ahseuplien. thiwnu'.e. is not rccom- 

’ ’ T» •!. ;> bv «npha< r rcd that our pietcrst iu-.dings .m- 
or adm-.nistr.vinn 

of^-i.XcWorine is merely a useful adjunct' to the 
prcf«n:!y'avaiL«blc methods of treatment of acutcal- 
coko’isn, such as pares tens! infusion of P.ui.l*,. vita- - . 
v nuns' and ' JranquiiLzers, and not a means unto' itself. . 
We believe, however, that it has a unique effectiveness 
jn the i.ot uncommon situation in w K;ch a comatose . 
or Kinicornatc.se patient v/ith a strong odor of alcohol 
on die' breath is taken to the hospital by ambul.inc- 
•'or police e=cort and is unable to give a clear medical 
■ history. Since sVveial hours usually .eUjwc* before the 
’attendin’ physician car/ determine whether or not the 
'condition is due to alcoholism nlyne.-cn'i; complicated 
- by serious medical, surgical or neurologic catavtiophe, 
‘•an t-fii-ciivc nvans by which one car. rapidly sober up 
such a patient sufficiently to obtain a fitst-j^rson Ins* 
tnry.of events is highly desirable.* In contrast, the^ ad- 
ministration of sedatives or tranquilizers doc? nothing 
".to accelerate, the sobering-op pioccsscs, and rpay actu- 
ally hinder them. . ■ i - - .* 

Among the 12 patients given 200 tmcc-gth. ol in- 
i' ifdothyioriine intravenously and followed closely for 
'any change in vital signs or untoward responses. no 
" side tear dons or evidence of toxicity has been ob- 
’ served Freedom from any untoward reactions has 
• likewise been seen in an additional 10 patients given 
the hormone intravenous!;-, in 10 patients given 100 
'• tc 200 niicrog'm. sublingually and in several dog t.x- 
' ~erie.:vr.u. 5 Considering that 2 CO micron, of the 
hormone is the equivalent of approximately 0.1 to 0.5 
-nn. {6 to 8 gr.) of desiccated thyroid and that an 
txcvss of circulating thyroid hormones Js known to 
have a detrimental influence on cardiac function, 

' bntii by a direct toxic effect on the myocardium and 
by '•--'•.vr.::.v.iii£ the action of the catechol 8Jnir.cs, we 
exercised great caution h attempting to exclude any 
patient with known coicnary-aitcry <h>e;t-e fi.vm the 
tr-.a- d gr-atp. Ad:er..d imufneieney is likewise a ‘>:o- 
or'd cmrairidlcatiuM to :h>;i>id-i.i-n.-.<>uc thorapy. A 
p-v-iS’e exception, vh-eii r.-.ay be consideu-d a side 
tcattion to liana py, has h.-n t! c ul.-jeivancc of mod- 
' Vr.v.c t.*t r.-.- ilo-.rsn and r-.-.rneri ir: 1 pa-m-s i s 

• s:r_,,. 


. ■• C. •. ( t 

•.t'l'v <*f ran’:; ahulinl willdrav.ru r.il!a-.i t..atr t.» t«s* 
admirihtered thyroid hormone. In the f-itv.ie ; an at- • • 
u-nspt to verify this hy|«..ti:«h v»iH l;e tn*.dc uy u.-.ra- • 
venom inii-ctirm of alcolxd at ’ tl-.t time s-jdi sy rr.p- ' 
toms as •irmuHosncr** ar.d f»rrv«»-i*ne5s occur. -.. ■ . 

Ot.e' [ atier.t vvilh-activc deiirium trvnvms ntaru- - 
fe.'ted 'uy auditory anc\v:vual hnilucinatiuns was hke- . 
wise ccatcd with triiodothyronine intravenously... 
Since the blood alcohol on acirn'tsdem was rcjwrtcd to 
be 23 u-rr. rx:r 109 ml. the cfTcct'c-f the dmg on thc-- 
fatc at v'shirh alcohol v.tiS raetabolizcd couid ml he ' 
di-trrnil-.ied- Tlfci haiiiicinationv d’.?app-eart-d, how- 
ever, within one hour of the injection, ai-.u d;d not 

reappear. •• - r ,r' \ ‘ '=' ' V d , ' * . * ■ 

.*• Finally, one can only speculate about u e precise- 
site of. action of the . hormutie in accelerating the 
natural pathways of alcohol metabolism. Considering- : 
that numerous studies by llc-izel, Charnock and Ccod;’. 
and others have been unable to detect^ a significant 
effect of ir.travcnwssiy administered tri-iodwhyrordne. ; 
rvn tissue i nr italic! ism earlier than eight hours after in- 
l'cetion, it seems prohtible that the acceleration of at- 
< oho! mctalsolLsm is not dep-ndent in full on a general 
enhancement of body metabolism but mom pvobr-.biy- 
is a direct c'.Tcct on the U-p.vdc en/yme system, that' 
convert alcohol to acetaldehyde. This, of course, ' 
u-ii-.ainv to 1« proved. In fact, studies' S/y UoliT and 
WoltT 1 * have demonstrated ar. iuhibiung action ->f thy- • 
mid hormones on yeast alcohol dritydrogt.-nasc ir. vivo, 
so that (if the theory outlined above is correct J other 
pathways of alcohol* detoxification, such as ihc cata- 
lase reaction, may be involved. - . .. 

Summary anu CoNanioxs 

An investigation of the use of thyroid hormone 
L-tri-iodc>thyioninr in the ii.aii.vgt tilt m of acute aho-. 
holism has shown this agent to have a prompt ■ sober- 
ing., sp action when given Intravenously in a tutaf 
dosage of 200 mitro-jm. Among 12 patients who re- 
ceived this treatment and were compared with 8 «n ; 
treated, acutely intoxicated controls, the following 
ivs'dts were obtained: the. rate of blood alcol.oi de- 
cline averaei-d 15.0 mg. per 100 ml. i*r hour in the 
controls and 32.1 mg. yee ICO ml. px-.r hour m. the 
treated patients; patients give:, the hormone were, 
j'.dgt d to he clinically snber and able to give n ration- 
al .modi' *a! history - within two hours after the inj'.T- 
tiJn; tl.e odor of alcohol was undetermble on the. 
b.-ctith two hours after treatment, although it i>:r- 
vYi.d h.r si-: to ten hour, ir. ihc untreated «..:.t:o’,. 
Intravenous therapy appears to be a valuable jiijuntt 
in the uVatti.'.-nt of acute ah oliciism, |--.rticul..rly 
whan vieh a patient is t.dmitti-d to the hospital sr. a 
vmva'i-.s or scmico.natr?,' si.fr s-rotidory »»• Jcvi.'t- 
t..,*. v i,- »t!n:'. ,.r.d Iiuxble tj Kvc a C. >l;v-:-*!it ;::c.i -.i 
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If' true, tlus'v/o-jld not be surprising. cor;«d- ^"^rin.lar nvity. ’ ; ;• 

erir:7 tl:c ubiquity of funqi and tlic rapidly expanding Ca-se — A 37-jcjr-oM ,-r..in (It.U.P. 081230) wa» ml- 

f.ei-jTcf cardiac surgery. Wi.hin a nine-month tx-riod. R “‘ s ^ % ' he /-«ixcruiy 0 i - 

p, p ?• * j ... . * * Jt«tf r;i.s It o:n acrtic Aitfr c5»rc*:i c.i«irt*:r:.Mtjoa «’f 

. y ; eves c* criCtecardit’5 cue lo Canaidc croic^nj were dir left shir, v l the heart KtnKJi>enc;trJiuri Six-* 

. V.- ob.crx cd Ln two of the hospitals associated willi the ' Iren days later the f.a’icut uis«liiv»-:nt aortic valv-jlt.toti.y hv 

rr • • •, id t c c i r < i- • j fr.tr: fr.ictuie. Pr«H<cra'lvr|y, lie h.ul hern given Penicillin 

> r . Lruvcrsity of Pennsylvania School of Mcdictnc, and ^ for 2 weeli • : - . . 

• they. ‘are .summarized in this eotnir.ur.icaiion. 71 ie Tiic uumedijii; [x>5toperaiive course was msrlted by fever, - 
first case has bt-en reported in detail elsewhere, 1 but, the viriocramrc ranging fti«a 20 to in.' F. Rcphcen.er.t of 
because of the raiity of reports of this condition, it 
'• . is ir.ciuded in brief along with the other 3 retried 
. for the first tim-a • . . • . • 

]' ■' ■ Case Kr.roa-n 

C.v = c 1 . A 10 ->rsr-i'ri :::.n "(P.H.'p. ITC'PAr, u„v .vi- 
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Vcr.iciJ’.n and «re;*!©»!tytin t»y fetrirvfUttc wm a*voni;*3m**d 
!»y fri»re severe nyrexix, ar.J the oi Icrn.il regimen wat re- 
r til!iihcc!, wi:!i the uricli:if>n nf chlcrr.’tiphrtjicol. NlMitip’e 
lufrurri wexe ursI! th *2 j*t'Stct'^*'Dt:v« 

^licr< lilooc! Atid injc-tv.t'jow nihines were po?lrivr for 
C. *:!bifent. .iiifn»:<iti* t!u-n»p>* 4 nJilixTr.fj 3:»:rhotrri- * 

t in H, jirr.a iflsR, u.u iir.»fin rit.d nv^tath;, *o* then w.stitutc'f. 
live day* Rafter tiit I<r mhurr. rede* 

pau! cor.jM.«*tivaI |>-*techL\e dcvr]©;ii j. Nv?;atin and j* tidl- 
one u-( rr - % ::vcn iritrivT’iOttjiy to th#* j>jtjent, \v!ro 33 

ds^f r.i'f r the Ut ;v;*irivc blo.xl cnltare aa<l 2 nvjiith* after 

:i.c e'j^.raii^n. *•,_** 

The 5 : ::r,ifif:-r:t at»ro;?sy »*.«t»i'!ed rarii.iv hyt-rr- 

•»ar:f.M*y\j!!'** i.it-d of :’.r aortic v.tKe. v.h:;*S 

was «f.v*rvd l»y f;,rviu*h»lyn v»i;»*;:i*tons, ami a f;uulj L«*- 
tv.i-n i!;r* *!c:r. r*f ;*:;d the *;^ht airitim 

IV Nfv^ctic e:*.;ho-i s»*re in the t iliac artery, 

fhr- lM:;7*vi anti tF.f; scf t ;ucn?al ;*nH»t;n.ny an».r>' *'*c left 

i A ! *-*• .U -<»M tr.rt: i*t!.l*.r. 07i.';3i m.a >d- 

*Fi» M t hr I’riv ••r^tv <•/ IVr.r-«> h* ::tiv 
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